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Risk

• Lower-risk MDS = Very low, low, moderate-low

• Higher-risk MDS = moderate-high, high, very high



Goal



Low-risk MDS: Do we need to treat?

• Not all patients need treatment

• Therapies don’t make you live longer

• Focus on quality of life (low blood counts causing problems)



•  •  



COMMANDS Trial
Achievement of Primary Endpoint in Different Patient Subgroups

Primary endpoint: RBC-TI ≥ 12 weeks with concurrent mean Hb increase ≥ 1.5 g/dL (weeks 1–24)



Platzbecker et al OI:https://doi.org/10.1016/S0140-6736(23)00874-7

https://doi.org/10.1016/S0140-6736(23)00874-7


CONCLUSIONS

• COMMANDS study achieved its primary endpoint

• FDA approved for treatment of anemia without previous ESAs in 
adult patients with very low- to intermediate-risk MDS who may 
require regular red blood cell transfusions



• Telomerase inhibitor
• FDA approved in Low-, intermediate 1 transfusion-dependent anemia who failed or are not candidates for 

ESA
• Injection once every 4 weeks

Lancet 2024; 403: 249–60 December 1, 2023 https://doi.org/10.1016/S0140-6736(23)01724-5
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Low-risk MDS – Symptomatic Anemia: Erythroid 
growth factors

• ESA: erythropoietin or darbepoetin (not FDA approved). Can be used if 
luspatercept is not available 
• Improves QoL

• Predictive markers

• sEPO< 100 U/L: >70% response rate to ESA

• sEPO> 500 U/L: response rate is <10%



Low-risk MDS - Neutropenia

• Benefits of therapy less clear (no FDA approved therapies)

• GCSF improves numbers1

• Never shown survival benefit

• Never shown QoL benefit

• Marginal improvement of incidence of infection

• Prophylactic antibiotics
• No benefit except for recurrent infections (unless on HMA)

1. Steensma, D. P. Hematopoietic growth factors in myelodysplastic syndromes. Semin. Oncol. 38, 635–647 (2011).



Low-risk MDS - thrombocytopenia

• Eltrombopag (not FDA approved)
• can reduce transfusion

• can reduce bleeding in severe thrombocytopenia (not FDA approved)

• No significant increase of progression to AML

1. Steensma, D. P. Hematopoietic growth factors in myelodysplastic syndromes. Semin. Oncol. 38, 635–647 (2011).



Low risk MDS - HMA

• Clinical trial after luspaterecept failure should be considered

• AZA 7-day after EPO failure: ORR was 35% 1 

• 5-day AZA is probably equivalent to 7-day AZA in ORR 2

• First-line (EPO naïve) Decitabine 3-days: RBC-TI 32% 3 

• Decitabine-Cedazuridine (Inqovi): approved for IPSS int1, 2, high 4

• ASTX727-LD trial. Recently finished at UAB.
• Lower dose of Inqovi

• Includes IPSS low and Int1

1. Thepot et al. Haematologica. 2016 Aug; 101(8): 918–925
2. Shapiro et al. BMC Hematol. 2018 Jan 31;18:3. 
3. Jabbour E, Blood. 2017;130(13):1514–1522 
4. Garcia-Manero. Blood (2020) 136 (6): 674–683.



•  •  



Higher-risk MDS







AZA-001

•  

Fenaux, P. et al. Efficacy of azacitidine compared with that of conventional care regimens in the treatment of higher-risk myelodysplastic syndromes: a
randomized, open-label, phase III study. Lancet Oncol. 2009













Thank you!
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